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IN THIS ISSUE 
Molecular Dissection of the Keratins 
Intermediate filaments (IF) are complex elements of the cellular 
cytoskeleton. In epidermal cells, they are primarily composed of 
'eterodiITlers between molecules. o~ acidic type I an~ neutral-basic 
Jtype II keratins. Further axso~latlon produces a highly ordered 
dirner-to-dimer network of fibnls and filaments. St~cturally, ker~­
tins are similar in that they all possess ~ central a-helLcal rod domam 
that is highly conserved and N-termmal and C-termmal flankmg 
domains that account for the major variations between and within 
classes. The rod domains are responsible for dimerization, and the 
terminal domains influence the pattern of macromolecular as-
sembly. 
Clusters of type I genes are located on chromosome 12q, whereas 
tYpe II genes are found on chromosomes 17q. Point mutations and 
deletions have been identified in both classes of keratin genes, some 
of which are directly linked to dominantly inherited blistering der-
matoses. For a report on C-terminal deletion-associated alleles of 
K 1 and K10, see JID 99:697 - 702, 1992 (December).- In this issue, 
Wanner et al (p. 735) examine the variability in type II keratins at 
the nucleic acid level using the elegant technique of single-strand 
conformation polymorphism (SSCP) detection. . .. 
They found that proteins from squamous non-kerattmz.mg 
epithelia demonstrated polymorphism in the K4 and K5 protems. 
Analysis of the coding sequences for their cDNAs demonstrated 
that the rod segment and C-termini were relatively homogenous 
but that within the N-terminal domain of both proteins there ex-
isted at least three alleles resulting from mutations and deleti.ons 
with significant representation in the population. Each exhibited 
Mendelian inheritance. These allelic differences will expand the 
linkage markers available within the keratin gene clusters and may 
also be helpful in analysis of the relationship between the type II 
keratins and other genes involved in disorders of epithelial differen-
tiation. 
A Model for the Study of Kaposi's Sarcoma 
Kaposi's sarcoma is a complex multifocal neoplasm containing vas-
cular structures, spindle cells, and an inflammatory infiltrate. To 
date, researchers have been unable to determine the "cell of origin" 
by comparing tumor cell markers with marker profiles of normal 
cells. In this issue, O'Connell and Rudmann (p. 742) atJohns Hop-
kins describe a model system designed to bypass this critical stum-
bling block. An established murine microvascular cell line was 
stably transformed with SV~40 viru.s and then ~nj~cted i~to immun-
odeficient nude (nujnu) mice. ThiS resulted m mductlon of non-
metastatic tumors resembling Kaposi's sarcoma. These tumors con-
tained spindle cells and microvascular structures. Becuase mouse 
cells are non-permissive for SV-40 infection but produce the asso-
ciated T -antigen at high levels in the nuclei of progeny of the 
transfected cells, this approach provides viral marker detectable by 
antibody and allows identification of the tumor cells. Initial cloning 
of cells from the induced tumors produced an epitheloid cell line 
that expressed endothelial markers as well as the viral antigen. The 
cell. line maintained its transformed phenotype and produced K~­
pOSl'S sarcoma-like tumors in nude mice. Cloning from the ongl-
nal tumors later established an initially slower-growing cell line 
with spindle-cell morphology. These cells also produced tumors 
with Kaposi's sarcoma -like progression. Subsequently, third-g~ner­
ation cell lines have been subcloned from the epithelioid and spmdle 
cell- induced tumors. Each line is morphologically distinct and un-
like the original isolates, and each expresses the viral antigen and the 
histocompatibility marker of the transformed progenitor cells. T~ls 
study demonstrates that Kaposi's sarcoma-like lesions can be m-
duced by virally transformed endothelial cells and that cell ~p~s 
with both cuboidal and spindfe morphologies are established wlthm 
the tumors. Because these cell types are stable in vitro, they can .be 
further used to study the genetic and epigenetic feature.s that contrib-
ute to endothelial differentiation and to tumorogeneSlS. The results 
of this work may well provide important information about the 
basic biology of Kaposi's sarcoma. 
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